the first clinical manifestation of cardiac disease, in many patients there is a past history of angina, myocardial infarction, or cardiac failure. 4 Much effort has been devoted to the identification of markers of risk for sudden cardiac death in patients with known heart disease, particularly after myocardial infarction. Early studies identified the independent contribution of frequent ventricular ectopic activity and depressed left ventricular ejection fraction as predictors of sudden death,56 while more recent studies have implicated autonomic disturbance as manifest by impaired heart rate variability and depressed baroreflex sensitivity.7 8 Class I agents The association between frequent ventricular premature beats or non-sustained ventricular tachycardia on ambulatory monitoring and the subsequent development of ventricular tachycardia or fibrillation led to the hypothesis that suppression of asymptomatic ventricular arrhythmias would reduce the risk of sudden cardiac death in patients after myocardial infarction. This hypothesis was submitted to its most rigorous examination in the Cardiac Arrhythmia Suppression Trials (CAST),9 10 in which the effects of flecainide, encainide, and moracizine were evaluated. The clear identification of an increase in mortality associated with active treatment in these trials has had a profound influence on attitudes to antiarrhythmic drug treatment, particularly regarding the safety of class Ic antiarrhythmic drugs. There was particular evidence of increased mortality in subgroups of patients with more depressed left ventricular ejection fraction, and in those at greater risk of recurrent ischaemic episodes, such as patients with non-Q-wave infarction." An increase in the incidence of heart failure or of cardiogenic shock after reinfarction suggested that the negative inotropic effects of flecainide and encainide were having an important clinical influence. There was evidence of a worsened prognosis even in patients with well preserved ventricular function, a group in which the mortality while on placebo treatment was significantly lower than expected. Although CAST investigated only three antiarrhythmic drugs, indirect evidence suggests that the excess risk associated with class I antiarrhythmic drugs of other types, such as quinidine, is as great if not greater than those of class Ic agents. '2 The apparent failure of the approach based on the "ventricular premature beat hypothesis" is evident from the fact that the excess deaths in the CAST trials occurred despite adequate suppression of asymptomatic ventricular arrhythmias. A possible explanation for this paradoxical finding lies in the modification of the class I antiarrhythmic action in the face of increased catecholamine concentrations or acute myocardial ischaemia. The ability of class I drugs to control arrhythmias is diminished in the presence of catecholamines," while experimental data indicate that acute ischaemia may radically alter the electrophysiological effects of class I agents, by enhancing the degree of sodium channel blockade thus opening the possibility of the production of new areas of slow conduction or unidirectional block which may lead to re-entry arrhythmias."4
,B-Adrenoceptor antagonists
In contrast to the failure of class I agents in preventing sudden death, the alternative approach of suppression of the effects of catecholamines and myocardial ischaemia by the use of ,B adrenergic receptor antagonists has produced clear evidence of a reduction in both myocardial reinfarction and sudden cardiac death in many studies of patients after infarction. ' 
